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Vintage Pharmaceuticals, Inc.
Attention: Rebecca Thurman
3241 Woodpark Blvd.
Charlotte, NC 28206

Dear Madam:

This is in reference to your abbreviated new drug application
dated January 31, 1996, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Propoxyphene
Napsylate and Acetaminophen Tablets USP, 100 mg/650 mg.

Reference is also made to your amendments dated March 5, May 30,
June 5, December 4 and 20, 1996.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the '
application is approved. The Division of Bioequivalence has
determined your Propoxyphene Napsylate and Acetaminophen Tablets
USP, 100 mg/650 mg to be bioequivalent and, therefore,
therapeutically equivalent to the listed drug Darvocet-N® of Eli
Lilly and Co. Your dissolution testing should be incorporated
into the stability and quality control program using the same
method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.




We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,

Douglas L. Spo*n

/12 77

Office of Generic Drugs
Center for Drug Evaluation and Research
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NAPSYLATE =
AND ACETAMINOPHEN (&

TABLETS, USP ()
100 mg/650 mg

CAUTION: Federal law prohibits
dispensing without prescription.

" 100 TABLETS
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PROPOXYPHENE NAPSYLATE AND ACETAMINOPHEN
TABLETS, USP

m USP is an odorless, while, mmm.wmn:mManmMnm mm
form, and scetone. Chemically, i & {a S.1R)-a-{2-{Da acd (1:1)
. which can be by the

CaaM0,C 0, 54,0

diflers from y #n that & sllows more stable iquid dosage forms and tablet _ of
hnmuqﬂ.ad-dlmm(“" mol) is required 10 supply an amount » © nGSmg
(1n9mdm

4. & white, odoriess, crystalline powder possessing a slightly bitler tasie. and is represenisd by the lollowing

mm
CH,CONH @»o«
c,n,no, MW, = 151.16

yiate and - tablet, for orsl contsire 100 mg (176.8 pmol) propoxyphena napsylate and 650 mg (4.300 pmol)

m
in addition each tabiet contsins the following inactive ingredients: DEC Yeliow #10 Alurminusm Lake, FDEC Red 840 'A Laks, Y
mmﬂmwm yethylene glycol, 80, sodiuem starch glycolste and Sanaum oxide.

Pmmxyp'msae&tﬂymm ic agent. " doses of o Mmmm
2% Fallowing adrministration of 65, 130, a!%nljd y y of
[ Propeyphene is equivalent 10 that of 100, 200, o 300 mg o Peak plasma
wa Naps of propoxyphene are reached in 2 10 2% howrs. Nuﬂoo"chmdwm peak piasma
200 ?‘-g -Cr- &Smg - 100mg mdooﬁbo1wnmamnrm1nm,«.uwnmm«m
[ g ~O-1Nm @~ 20m  gouy than the ide. Al or near ic doses, s is small when compared
i — - 195 g —fr— WOmg with that mong subjects and smong d0ses.
i of this several in solubility, the rate of very targe doses of the napsyiste
wor s3k is sigrficantly kower than that of equimolar doses of the '
Repeated doses of propoxyphene al 6 hour intervals lead (o INCreasing plasma concentratons, with 8 plateau
after the ninth dose at 48 hours.

Wsmmmmmmw.wm-wusuym
whereas that of nomropaxyphene is 30 to 36 hours.

ially less central nervous system than but & grester
local anesthetic effect. which is simiar o that of amilriptyline and antiarrhythmic agents such as kdocaine and

8

Musn Plasma Proposyphens Concentraton (1.91)
8

y In animal studies in which and were L infused in targe amounts, inta-

81 2 3 4 % 6 Cardiac conduchion ime (PR and ORS inlervais) was ged. Any i i jon delay attri to

o high of may be of ively long duration.
Actions:

Figure 1. Mean plasma B of  mid rarcosc . rel¥ed
propoxyphene in 8 human subjects following s from two-thirds 10 aqual that of codeine.
oral admunesirauon of 65 and 130 mg of the hy- and 1lablets provide the
drochionde salt and 100 mg and 200 mg of the and the sne o actvty of
napsyiate sait and in 7 given 195 mg of the hy- N and greser ia than that either
arochionde and 300 mg of the napsylate san. |0 w°' e o

@

INDICATIONS AND USAGE:
Pry y napsylate and i ablets are ind« for the relief of mid 10 moderate pain. either when pain is orwhenitis
Dy fever. :

CONTRAINDICATIONS:

y o orto

WARNINGS:
—mmmwmmmn-m«mmme
~— Prescribe propaxyphens with caution for patients takin drugs and patients who use sicohot in excess.
-—T.uywmmum«uwmmnwnMrmnnwwnon

P products n ive doses. ether aione or in combination with other CNS depressants, including alcohol, mawmdw

Geaths. Fatalities within the frst hour of overdosage are not uncommon, lnaswvayofdsathsduatn n 1975, in

the {atal cases, death ocasved within the frst hour (5% within 15 smdnmbeukenmmmmmm

mended by the . The judscious g of is i thesaleuseo'mnsdmg Wilh patients who are depressed or suicidal,

Mammnmwnnaedmm Patients should be R about the i use of products and

aicohol because of polentally serious CNS-adative effects of these agents. B "-tsw“ d effects, should be ibed with

Caution for $hose patients whose madcal requires the i ¥ it muscle = or

other CNS-depressant drugs. Patents should be advised of the additive eﬂeclsoﬂhese

Many of the retated deaths have nmmmmmdm%u““umnwl

amnudmdmmmmmsmmmmmﬂ asa of the

alone or in ‘wath other drugs. Pmmvmwammwmmemmm

Mwhm

D
Propoxyphene. M:eoukmnhguwwusmbgmdm mproomeomg by psychic and
less fr y. physcal ang wed only parnatty " ically on
mwmeovomm mmmuw-mmmmdwm y less, and shoukd be
prescnbed with the same degree of caution appropnate 10 the use of cocene.

Pavents

Usage in Ambuigiory Pasents
Wmmnwmmmwhn o
ery. Tmmmmmww

PRECA
General

should be x WAl CAULON 10 Pkents with hepatic o renal IMpairmant since higher serum bons or detayed _ may ocour.
information for Patients :
APMIMMS'M:WBMMSoahﬂhlo-ng‘ANl‘ALYOXtCOLOGY‘secmnbeb-,

interactions
The CNS. eflect of smmmdmeﬂsm nclugeng aicohol
&smwmmmmmmﬁnm drug. Should this ocow, the higher serum
concentraions of thal dnug May retull in ncreased wmeﬁadsd"m Such octusrences have been reporied when propoxyphene was
Mnmmw BNUCONUISaNES. Of wartarin-like drugs. Severs newrologic Signs. NCludng COMa have ocowTed with concusment use of
carbamazepene.

Pregnancy s

Sdemnmqmmomwmnm&mﬂmmw of n the neonate have
been reponied folkowing usage ‘ng o8 y- Theretore. $hould ol be used in PregnaN women uniess. . the pagemant of the physician, the
potential benefits outwesgh the possdle hazards.

Nursing Mothers
meuammmmnwmnmmmmqmmmmwmmo«ws
were noled in nlants receving Mother's milk. Caukon should be when tablets e 0 a nursing
woman,

Pediatnc Use

Py s not for use in pediatric patents because cracal has been shcient \0 salety and a suitable
dosage regimen in the pediatric age group.

Usage in the Eiderly

Theralednropoxyphenennhboﬁsmmybemduceonmm‘Inauaseddosngiletvalsmmhemod,

ADVERSE REACTIONS:

Inasumymnduclndmhosmamdmhssm1%dmm doses L side effects. The
mosurequomiyrepmedwevem ma\m nausea, mdvummng mammmmmmnmmmusm

Other adverse include pan, skin rashes, i and minor
visual disturbances.

Liver dysfuncucn has been reporied in associatiun wit both active of and 'abms P therapy has
been associated wilh abnormal iver function tests and, more rarely, with of ible jaundice dice). Hepatic necrosis may resull

Irom acute overdose of acetammophen (see OVERDOSAGE) in chwon ethanol abusers. this has been reported ravely with snoﬂ tevm use of acataminophen doses
of 2.5to 10 g/day. Fatales have occurred.
anmmmmmmwm.mmmmsmmm@ and when ined with aspirin.
y has ing chworec

pasrdul 0
OVER! Al
In all cases of suspected overdosage. call your reqwonal Porson Control Center 10 ablain the most up-lo-date i ahout the of . This

sks, such 33 drving a3 Car or operating machin- 3

¢
H

<

[ IV VTV VIen




i from two-thinds (0 equal that of codeine.
Proy and i

and he ctivity of
The of Y and greasier fhan that by either
~.Iﬂn._
tablets are mnda the selief of mild 0 w‘mmﬁlia—imamlkm

NGS:
—mmmumwmmmmm«mm
—mmwmmmmm drugs and patients who use aicohol in excess.
—Twmmmmmmwmwnmmmud
Proy mmm«nmmm%ﬁmm“ammdw
mmeuhwdmnmmhlwdmmh n1975,in _
- the fatal cases, Mm-'m'-ﬁufn'm within 15 mi ). Prope mmmuumnmmmm-m
mwmmmm ng of - : bn-deundmam MMW-‘WWM
should be about the use of
. of its added. v with
s . 2y L = on requires _ of muscle or
e e ST Other CNS-depressant drugs. Patients should be advised of fhe addli efiects of thes
.&mw‘—.wvmw—;\;m;nmm maummmmnmnmmammumu-mu“-u
2R Wmm nmdmdm sicohal, and other CNS-active drugs. Some deaths have asa of the
TS TR alons or in with other drugs. mmmmu—mmbmuw
. Wbylmm
Drug Depandence
: menmmmmwmdmmmm by peychic and
. ' physical will only partiady n indivi caly on
mummmmwuwummbnumm ively inss, and should be
prescribed with the same degres of cauion appropriate 10 the use of codeine.
LUsage in Ambutatory Patents
Propoxyphene may may smpair the mental and/or phwsical abilities required for the perk of y ks, such as driving a Civ or operating machin- .
ery. The patient shouid be cautioned accordingly.
PRECAUTIONS:
Geneval .
should be i mmbmmwuwwmwm hones or delay: hmination may oocur. .
lnlormal-onfovPatnms N
A Patient Information Sheet is avaitable for this product. See text following “ANIMAL TOXICOLOGY" section below. 3
Drug Interactions
The CNS. effect of smmmumcuswmmmmw
: As is the case with many icinal agents, may siow the it drug. Should this occur, the higher serum H
H mdmmMm‘nmmwmmumm&mmmmwmwu i
! 10 patients on . or wartarin-be drugs. Severs QIC SigNS, ing coma have with use of ;
3 -
j Eregneney Bl
i anmmmmanMmMu\m o the neonste have :
. . ® bammldbuv\gmmlng muuunmmm in the judgement of the physician, the
< patential benefits outwaigh the possdie hazards. :
s ing Mothers :
3 Low leveis of propoxyphene have been deteciod in human mikk. mmmmmqmmmmmmmm
B were noled in inlants recesving mother's milk. Causion should be tablets are © & nursing :
Pema(ﬁcllse <
s not for use in pediatric patients because chinicad has been aent 30 salety and a suitable b
dosage regimen in the pediatric age group. S
: Usage in the Etdery 1Y
L rmmaamxynmmmmmmhmm.wmwmmm.
- ADVERSE REACTIONS:
kS masmvnywmuednmsmmmbsm1%oimm doses ' side eflects. The
3 mmmmmmm“mmmdmmmmumnmmu
. {  Other adverse include inal pain, skin rashes. and minor
1 visual disturbances. . :
N Liverdys'ummonhasbaanrwin iation with both active of Ind i tabiets. Propoxyphene therapy has H
been function tests and. more rarely, with i of ible jaundice (i ice). Hopmti E
mmmdm(movem) I chronic ethencl atneers, mmmwmmmmd
of 2.5 10 10 giday. Fatalities have occumed.
: mlmmmmmm " - when the dosage is greater than and when " ‘with aspirin. X
j : SAM y has M‘mm X E
; mamawmumwmwc—-bmnnmtwm ion about the of This -3
: msmmnm mydlangemraplﬂymandomm o
mnmmumunmdmcusma should be iniiated promptly. <
ol of 2
Ymmdmmﬂmnmdmm.Thepauenlisusually but may be (4 :‘
and o ic. The ventitatory rae andior Sdal volume is which results in is and hypoxia. Pupils, intistly z
nnounlmmm-m-n-.-sWWNmammrawmmmmnhmmmmlu 2z
blood 'y edema and mmmnwms H
and iON s restored prompdly. wmmmudaymybemlAm acidosis :

mmmmco W)mnumwmmm Amassmybemﬂhmmdmm&o

» ically assisted ion, with o without oxypen, may be
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H
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roquired, and pasitve pressure may be desi « Mumtmmmmummnmd

M-ﬂuhzmmm i y. ¥ e desived degres of
mhmmmmmw.zn:mmmmumanmuyuw lmmh»
obsarved afer 10 mg of have been o of fomicity should be may siso be adm by
continuoss aravenous infusion.
Treatmentof in Children
The usual initial dose of naicanne in children & 0.01 mo/kg body weight given intrsvencusly. ummummnna—mmdmw
& subsequant increased dose of 0.1 mo/Ag body weight may be i ¥ an V route of snot may be W™ or

subcutanecsly in divided doses. I necessary, nalomone can be dilasd wisth Starlle Water for injection.
Bimdon-s PH. mmmmmmnmmmmmwmmm’umw Acidoss, typowa,
CNS ©the of cardiac or cardiac amest may ocour and necessitats the ful
of - Y itation (CPR} i acidoses rapidly subsides as ventilation is restored and hypercapnsa eliminated, but

. - Woring in ial. Prompt i dmmmmmmmwm)uwmmw
hCations and will & of agents 10 resiore norTRel Cardiac function.

mmbm-md-mmmmmnmmammmm a 0 control ¥ Analeptic drugs (for example,
muw)mmmmmammumm \
Genenal supportive measises, in addiSion % oxygen, incude, when notropic and when infection is lkely,
mmcmchnpmumwwwmmnmmdwwm-dmmn
Ppoizoning dus 10 propaxyphene. Efforts should be made 1 determine whether ather agents. such as aloohol, or other CNS
m&owmmwmwnwumuﬂ:u“

Shortly shier oral ingestion of of - -numuum-u-u-mm general malaise, and abdominal
n-nn-nhmmd mmln-ymmm but of ver mey become up 10 72 hours aftar ingestion. with

vels. an nCrease i sensm bilinabin ions, and 8 0 time. Death from hepstic
ﬁinnwyml:b'lmﬁm

Aﬂh“ﬁ.m _ “hhmhmnmmwmdwme,ﬁ.“
& more uhﬁﬂl*' ion of the

Jreatment of Acetsminophen Ovesdosane:

Acstaminophen in massive overdosage may #hde.u call your

amymmwwmwmnsh i in s and for in the use of N ing a8 an

antidote.
In adults, mmmwmwmmmauuﬂumhﬂummcunsg tmportantly, young chidren seem 10 be
more resistant Despite this, the messures outlined below should bes initiated in anvy adull or child
;dewmmm

Because clinical and and kaborstory ewidence of hepatic toaicity may nol be apparent untl 48 10 72 hours postingestion, liver function studies should be obtained inlislly
and repeated at 24 hour intervals.

mmmmwwmwuwmammwummmummdamwnm
ously i a serum assay shoukd be abtaned as eanly a< possibie, but no sooner than
dhourslolhwngngesuon‘fmm" o Mbe X as edrly 35 possible. preferably wishin 16 hours of tha ovestdose ingesson for
optimal results. Following recovery, anomsouual or L hegatic

ISAGE AND ADMINI
Thlspmduu:sgwenorauy Thclnamsﬂ!)ng and 650 mg " every 4 hours as needed for pain. The masdimum

& 600 mg per day.

mmmmmwn-mwmwmmmwmmwww
HOW SUPPLIED
memww1mmwmmmmm,mmw-mmw.

unscored, capsule shaped tablets, debossed “5112” and "V in containers of 100, 500 and 1000 tablets. Dispense 1 3 SgiX, ight resistant container as defned in the
USPINquhaMm

Store at 15°-30°C (59* - 86" F).
Caution: memwmﬂm
ANIMAL TOXICOLOGY
The acute lethal closes of the de and saits of ined in 4 species. mmm-nmwezmmm.-nmam
basis, the napsylate sall is less toxic than the hydrochioride. Thsmaybeducbmm ity and retarded of

ACUTE ORAL TOXIC(TY OF PROPOXYPHENE

LDy SE
LDx {mmolg)
onpoxyw-e_me Propaxyphene
Hydrochionide
282239 9152 163
075 1.62
230244 6472 95
061 . 1.14
@i’ >183
o >0.32
Dog ca 100 >183
0.27 >0.32
e £ Some of the retative and retarded jon of was by
§ measuing plasma propoxyphene fevels in 2 groups of 4 dogs ing oral i ion of equi doses of
the 2 safts.
As shown in Figure 3. the peak plasma i with e was much

higher than that cbtained atier administration of the napsylate salt.

Although none of the anamats in this experiment died, 3 of the 4 dogs given propoxyphene hydrochionde exhib-
ied convuisive sezures dunng the Lime interval commesponding 1o the peak plasma levels. The 4 animals rece-
ng the napsytate sak were ataxic bul nol acutely il.

Plawma Pregmyphans Concentraton
v,

Figure 1. Plasma proxyphene concenrations in dogs
10Bowiny erge doses of e ydroconce nd napsylate

it
The Qg N ion inchsdes the dady dosage and s 10 paleents. wving and i tablets.
Patent indormgson Sheel
YOUR PRESCRIPTION FOR A PROPOXYPHENE PRODUCT
SUMMARY

Products contanng Propaxyphene are used 10 reeve paan

LIMIT YOUR INTAKE OF ALCOHOL WHILE TAJXUNG THIS DRUG. Make :ure your doctor knows if you are 1aking IranQuikzers, Sieep aics. antidepressants.
antiwstamines. or any other drugs that make you sisepy. Combinng propaxyphene wath aicohol or these drugs in excessive doses & dangerous.
Usemﬁadmiganvumnmwmmmmm“mmmﬁu‘mmmm.mm&mdumm

your doclor D has when patents have taken propoxyphene for 2 long penod of time at doses greater than recommendsd
Tmmdmwmmmwwmm Please read ¢ and keep « for tubwre use.

Uses for Propoxyphene
Wmmmnwuuwdmﬂnmmmmm plus. nophen are for he

rediel of pain Or pain assoCed with fever.

Belore Talung Prapoxyphene
Make sure your doclor knows i you have ever had an allergec reacon 10 propoxyphene O acetamenaphen.
The efiect of propoxyphene in chitdren under 12 has AGt been siudwed. theretone, Use of the drug N hes 308 QOUD I NOL MBCOMMBNded.

How 10 Taise Propoxyphane
Foliow your dOCIOrs darections exactly. mmwmmwmwmw:w M you miss a dose of the drug. do NOL take Iwice as Mmuch
the nexi time. -~

s/ Progransy

Do not ake propaxyphene dunng pregnancy YOUS GOC0 KNOWS yOU 218 Droge #s use. Cases of lemporary dependence i the
newbom have octumed when the mother has Wwwnmmuluemy Asagenevdpmaae nO drug should be taken during

General Cautions

Heavy use of alcohol with propoxyphene is hazardous and may lead 10 overdosage symploms (see "Overdose” betow). THEREFORE, LIMIT YOUR INTAKE OF
ALCOHOL WHILE TAKING PROPOXYPHENE.

of doses of . akohol, and tranquiizers are dangerous. Make sure your dOCIor knows if you are taking iranquilzers, sieep aids.

drugs, nes. of any other drugs that make you sieegy The use of these drugs with propoxyphene increases thei sedative sffects and may
Ieadnmmmsynwms INcluding death (see “Overdose”™ below)
OF IMEax your mental andior physiCal abilties: therefore, use caution when driving a vehicle Of OPEratng GENgErous Machin-
ery. OONOTpmmmmnmuuymmnenyowmbmdmg
Propoxyphene may ncrease the n he body of such as ("biood thanners”). antidepressants, or drugs used lor epdepsy. The
result may be excessive or adverse eflects of hhese medCatons. Maxe sure your doclor knows  you are Laking any of these medications.

Dependence
You can become dependent on propoxyphene if you take d in highet than recommended doses over a long penad of Sme. Dependence = a fesiing of need for the
drug and a feeling that you cannot perform normalty without it.

Owverdose

An of alone or in i wath other Orugs. NChucng oI, ury Cause difficubty in - fusion, anxiely. and more
severe ’ and dizzi Extreme may lead o and Geath
This product contains " nciude nausea. vomieng, lack of appelite. and abdominal pain. Liver damage may
occur even after symploms disapper. Dealh €an occur days later.
in any suspected $iluation, cONtact your dOCIOn Of Neares! haspdal 0" room. GET El Y HELP IMMEDIATELY,
KEEF THIS DRUG AND ALL DRUGS OUT OF THE REACH OF CHILDREN

Passiie Sude ENects

When pfopoxyphene s 1aken as dwected. side effects are nfrequent Among those reponied are drowsiness, dizziness, nausea, and vomiting. If these effects occur,

i
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LDw fmo)? SE
LDy frrwmoii)
Propaphens Pyopouyphens
Spedies L
Mouze Z2:m 132163
075 182
Rt zu s 9
061 1.4
Rabba cs 82 2183
o Q32
Dog ca 100 2183
Figure 3 0z
Waoty indication of the relative i and mtarded absorpéion of 0 by
ng plasma in 2 groups of 4 dogs ing oral i of equimolar doses of
the 2 galis. ~ .
As shown in Figure 3, the posk plasma o' with was much

higher than that cbtained sfler adminisiration of the napsytate salt.

Alhough none of the animals in this experiment died. 3 af the 4 dogs given propoxyphene hydrochioride exhib-
dad h i during ¥he ime @ vel 10 the paak plasma levels. The 4 animals receiv-
03 the napsytate sait were ataxic but not acutely i,

Mxmmwhm

P
Yy () e

:
—
The folowing i Son includes e masimum dedy dosage end & available k0 patENts RORVIG and . tablets.

Pationt information Sheet
YOUR PRESCRIPTION FOR A PROPOXYPHENE PROOUCT
SUMMARY
Pmmmnm-wnmm.
LIMITYOURNTN(EGMMMEYAKMTWSDRUG.MM‘NM“‘M-'M k sloep sics,
Muwmmmmmw.mwnMwm"nmms
Uummam-wummwmmmmmm you sisepy. Do not take more of the drug than

your docior L D¢ has when patients have laken propaxyphene lor 8 Iong penod of time at doses greater than recommended.
Thereslduﬂsleaﬂug’vasymmilunuﬁnnmwrwyphem.Pbasemadlmtmlhu:nm.

Uses for Propoxyphene
mmm&mwmmhmwdmmmwmmmw phus _ are for the

relief of pain or pain associated wilh fever.

Baefore Taking Propoxyphene
M&ammdmhmﬂmhnmmmwmbnwmyﬂmam
mmuwhmm1zmmmmm‘m.mdnmhﬁsagemismm.-

How 1o Take Propoxyphene
memmmlmmmmmmmmmdmw.nmmamdwm,ﬁwmmum

the next time.

Pregnancy
Do not taki during uniess your dockor knows you are it ifically i#ts use. Cases inthe
mmmmnmmmwmnmmmuwyn.mm.mummuh«mm
Pregnancy uniess it is dearly necessary. .

General Cautions

Heavy use of aicohol with propoxyphene is hazardous and may isad 10 {see “On below). THEREFORE. LIMIT YOUR INTAKE OF
ALCOHOL WHILE TAKING PROPOXYPHENE .

C inations of. ive doses of aloohal, ang Make sure your dockor knows i you are taking tranquilizers, sieep aids,

i drugs, antihi - ummmmmmw.TMmdmmmwmmmmmmay
lead to o L ing {see “Overdose” below).

Py may cause i wmmmmmm;m.mmmm-amammm
evy.DONOTpmnmym.Muﬂmmneﬂmmbma\q,

increase the ion @ of such as (CBiood thnners”), sriidepressants, or drugs used for epilepsy. The

may the body
Mmumshuadwuoﬂadsdmmim.Mmmmmiﬂnmmdnym.

MmmmumwnmmihhwmwmmlwmdmW’-aluliqd_dhhe
drug and a feeling that you cannot perform normalty without it.

Overdose
An of alone orin ination with other drugs, including aicohol, may cause difficutty in it ion, anxiety, and more
severe il and dizz Extreme may lead to unconscicusness and desth. .
This product contains i e nchule nausea, vomiting, tack of appetite, and abdominal pain. Liver damage may

in any suspected overdosage situation, contact your doctor or nearest hospral emergency room. GET EMERGENCY HELP IMMEDIATELY.
KEEP THIS DRUG AND ALL DRUGS OUT OF THE REACH OF CHILDREN.

Possible Side Eflects
wnonmsmummmmwMMWmMm.dm,mm.WMﬂMg.NMMW‘
# may heip f you ke down and rest.
and feelings of elation or discomion.
1t side eflects occur and coNGenn you, CONaC your docior.

Other Information

Thesdcwdmmdwmmmﬁnglu;:ynm.misaughubemp'esabedspedﬁm"yhmammml
m.mmmmmnmmmmmm.ocmuihmymm.

H you would ke more & about ask your doctor or pharmacast. They have a more technical leafiet (professional labeling) you may read.
| Manufackured by N-122
Virtage Pharraceuticals, inc. 12796
Charotte, NC 28206 : R3
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APPLICATI B 74843

CHEMISTRY REVIEW(S)




10.

12.

CHEMISTRY REVIEW NO: 3

ANDA # 74-843

NAME AND ADDRESS OF APPLICANT
Vintage Pharmaceuticals, Inc.
Attention: Rebecca A. Thurman
3241 Woodpark Blvd.

Charlotte, NC 28206

LEGAL BASIS FOR SUBMISSION

Generic version of Eli Lilly's Darvocet=-N 100. Under
Section 505 (j) (2) (A) (vii) of the Federal Food, Drug and
Cosmetic Act, this listed drug is not covered by any patent
or marketing exclusivity.

PROPRTETARY NAME
Darvocet-N 100

NONPROPRIETARY NAME
Propoxyphene Napsylate and Acetaminophen Tablets, USP

SUPPLEMENTS PROVIDED FOR
N/A

AMENDMENTS AND OTHER DATES

January 31, 1996-- Original Submission

March 5, 1996-- Original Correspondence (re:bioeguivalence)
May 30, 1996-~- Original Correspondence (re:biocequivalence)

June 5, 1996-- Original Correspondence (re:bioequivalence)
June 19, 1996-- FDA requested major amendment
(Chemistry/labeling deficiencies)
July 16, 1996-- Bioequivalence study accepted; FDA
communication to the firm
July 24, 1996-- Response to deficiencies (chemistry &
labeling) by firm
November 27, 1996 -- FDA requested minor amendment
(Chemistry/labeling deficiencies)
December 4, 1996 -- Response to deficiencies (Chem &
Labeling) by the firm
December 20, 1996 -- Final Printed Labeling submitted by
firm
PHARMACOLOGICAL CATEGORY 11. RX or OTC
Analgesic/antipyretic Rx

RELATED_ IND/NDA/DMF (S)




13.

i5.

i6.

17.

18.

19.

Page 2

ary
DOSAGE FORM 14. DOTENCY
Oral Tablets 100 mg/650 mg

CHEMICAL NAME AND STRUCTURE

Propoxyphene Napsylate: o(+)-4-(Dimethylamino)-3-methyl-
1,2-diphenyl-2-butancl propionate 2-naphathalene sulfonate
hydrate and acetaminophen.

RECORDS AND REPORTS
N/A

COMMENT
All deficiencies are corrected.

CONCLUSIONS AND RECOMMENDATIONS
Recommend approval letter to issue.

REVIEWER: DATE COMPLETED:
Radhika Rajagopalan, Ph.D. December 17, 1996
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OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDD/AADA # ‘7‘7‘—2"?3 SPONSOR :
<mi40)c; & DOSAGE FORM : froporphene Napsylite JAecctdm aopher T3blct Vintdge
STRENGTH (S) : /oc g lése mq
TYPE OF STUDY: E&D Yast SDF MUOLT QTHER
STUDY SITE: CLINICAL ANALYTICAL
STUDY SUMMARY :
Parameter Z'e‘z{:ﬁﬁ* iief ’&Z:atioﬁ 90% 015 ”3.5) o N
\I}Cmax(nglml) bziﬂ 793 pv.3i 777 @, 99 1 O2 57’/// 3 F2-s09 3
gLAUC(O-T) ngxXhr/ml3¢3 ] 2§13 3730 29,65 €95 o2  ¥3-n0 3i 99-s05 3
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-~ _ 395, 2V.30 Y95 284 lcii /ey ’7 /o6
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<

Ac e
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* AA = Acetfdmincrhen
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a Ce'f . !3:0 :0 {.! 6! ae. !AP f!‘:fd mir’O’,hﬁﬂ pm’ é‘i E‘fﬂ A/ﬁﬁ
30 4, 83 ez 57 ) vé [ \
A5 2o /oL -4 4 75 . 74

3¢ /03 97 rof [ J ;7

06 ?29 /e 2 I
L= ‘25 ,/: N t01¢ /:1 96
PRIMARY REVIEWER H BRANCH : T
INITIAL : DATE : {A>/77
/4 77 '
BRANCH CHIEF : BRANCH : 71T
INITIAL : pare : _!/>3/5
|2 ’_\\ 7
DIRECTOR
DIVISION OF BIOEQUIVALENCE
N
INITIAL : - DATE : 2}7/ e
{

DIRECTOR

OFFICE OF GENERIC DRUGS

INITIAL :

DATE :




()

v}

ANDA 74-843

Vintage Pharmaceuticals, Inc.

Attention: Rebecca A. Thurman ~la
3241 Woodpark Blvd. JUL | 6 ISS6
Charlotte NC 28206

Dear Madam:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Propoxyphene Napsylate and Acetaminophen
Tablets USP, 100 mg/650 mg.

1. The Division of Bioequivalence has completed its review and has no further questions at
this time.
2. The following dissolution testing will need to be incorporated into your stability and quality

control programs:

The dissolution testing should be conducted in 500 mL of pH 4.5 acetate buffer, at 37°C

using USP 23 apparatus I (basket) at 100 rpm. The test product should meet the following
specifications:

Not less than of the labeled amount of both propoxyphene napsylate and
acetaminophen in the dosage form are dissolved in 60 minutes.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

s 7~

(, Keéith'K. Chan, Ph.D.
Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research
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Propoxyphene Napsyiate/ Vintage Pharmaceuticals. Inc.
Acetaminophen Charlotte. North Carolina
Tablet. 100 mg/ 650 mg Submission Date:
ANDA #74-843 January 31, 1996
Reviewer: James Chaney March 5, 1996
WP#748435.196 May 30, 1996

June 3, 1996

Review of a Bioequivalence Studv and Dissoiution Data

L Chronology of Submissions

1/31/96 The onginal ANDA was submitted. However, the stability data on propoxyphene
napsylate and acetaminophen in frozen plasma was included only for the first few
days of storage in frozen plasma which was far short of the ume that the samples
were actually stored before analysis.

3/5/96 The firm submitted the remainder of the quantitative stability data on
propoxyphene napsylate and acetaminophen in frozen plasma establishing
stability over the period of time corresponding to the time and temperature at
which the frozen plasma samples were actually stored in the bioequivalence
study. However the reviewer was not aware of this amendment.

5/22/96 The firm was called and requested to send the pharmacokinetic data on disks.
5/30/96 The firm submitted the requested pharmacokinetic data on duplicate disks.
6/5/96 The firm submitted partial text of the bioequivalency studies on duplicate disks.

A mere (inadequate) qualitative statement was submitted on this bioequivalence
text diskette saving propoxyphene napsylate and acetaminophen in frozen plasma
were stable up to 111 and 112 days, respectivelly.

7/5/96 The firm was advised by phone that complete quantitative stability data on
propoxyphene napsylate and acetaminophen in frozen plasma should be submitted
in writing covering the period of time corresponding to the time and temperature
at which the frozen plasma sampies were actuallv stored in the bioequivalence
study.

7/8/96 The reviewer was made aware that the desired amendment had been submitted on
3/5/96. The amendment was determined to be satisfactory.

II. Biostudy Objective

The purpose of this study was to compare the relative bioavailability of Vintage
propoxyphene napsylate and acetaminophen tablets, 100/650 mg, with that of Darvocet-N® 100
tablets when given after an overnight fast to healthy, adult, male subjects.

III. Background

Propoxyphene is a centrally acting narcotic analgesic agent. The combination of
propoxyphene and acetaminophen produces greater analgesia than that produced by either
propoxyphene or acetaminophen alone.




Peak plasma concentrations of propoxvphene arter orai administration of propoxvphene
napsvlate are reached in about 2 hours. Its napsylate salt tends to be absorbed more siowlv than
the hvdrochloride. It is metabolized in liver and has a half-life or © to 12 hours. Acetaminophen
i1s rapidly and completelv absorbed from the gastrointestinal tract with peak plasma ievels
occurring at about 0.5-1.0 hour post dose. The elimination half-life is approximateiv 3 hours.

IV.  Investigator and Facilities
.. was the Principal

Investigator and was responsibie for the conduct of this study.
B were sub-investigators for this studv. Sampies for pharmacokinetics analvsis
were assayed by the analytical laboratory o All subjects
were housed and fed at the clinical facility of _

Samples for clinical safety analysis (drug screening, chemistry, hematology and
urinalysis) were analyzed bs with facilities in

V. Clinical Procedures

Criteria for Inclusion/Exclusion of Patients

The 32 subjects who participated in this study were normal. healthy males. in the age
range of 19-50 years, and within 15% of their ideal weight as specified in the protocol. All
subjects were selected based on the absence of any clinically significant findings on the medical
history, physical examination, and clinical laboratory evaluations. Findings which were outside
+10% of the normal range were evaluated individually by the Investigator. All were determined
to be not clinically significant for those subjects enrolled in the study.

Formuiations
Test (A) 100 mg propoxyphene napsylate with 650 mg acetaminophen
tablets, Vintage Pharmaceuticals, Inc.
Lot #031045, Exp. date 3/97.
Reference (B) Darvocet-NF 100 tablets (containing 100 mg propoxvphene
napsylate and 650 mg acetaminophen)
Eli Lilly & Co. Lot #9AC14A; Exp. Date 2/98.

Dose Administration

The subjects recetved the test and reference after an overnight fast. The order of
treatments was according to the randomization schedule. All doses were administered at a rate
of 2 subjects per minute with 240 ml of room temperature water following a 10-hour fast. A
thorough mouth check was performed to ensure that the tablet was swallowed. All subjects
remained under observation sitting upright or standing for 4 hours after each dosing. Thirtv-two
(32) subjects were dosed in Period I and 31 were dosed in Period I1.




Blood Sampling .

In each period. blood samples were collected prior to dosing and at the following
nominal times after dosing: 0.25. 0.5 1. 1.5.2.2.5.3.4.6.8. 12. 14. 24 ana 30 hours. All
plasma sampies were stored frozen at -20°C (£57) until transrer 10 the laboratory for analvsis.

Restrictions

Prior to check-in for the study, the subjects were instructea to take no prescribed
medications for at least 14 days prior to the initial dosing and throughout the studv. No over-the-
counter medications were permitted for 72 hours before dosing in each studv period. No
medications were permitted during confinement except those administered. Subjects were also
instructed to abstain from any products containing alcohol or caffeine for 48 hours prior to
dosing and throughout each confinement. None of the subjects reported taking any restricted
substance within the time frames indicated.

During the confinement periods of the study, water was restricted one hour before and
after dosing except for water (240 ml) administered with the dose. Water was permitted ad lib at
all other times. Subjects remained sitting upright or standing for 4 hours arter each dosing,
except as required for study procedures. No strenuous physicai exercise was permitted during
confinement. Smoking was restricted for 30 minutes before each vital sign.

Safety

Blood pressure (sitting) and pulse rate were measured before each dosing. The
Investigator considered the measurements of all subjects as clinically acceptable for dosing.
Blood pressure and pulse rate measurements (sitting) were obtained approximately 2 hours after

each dose (within =15 minutes) and prior to release in each period to monitor the heaith of the
subjects.

Additional Study Information
approved this study prior to its commencement.

All of the subjects signified their willingness to participate in this study by signing the approved
consent form; a copy was provided to each subject.

In each period. all subjects reported for check-in (Day -1) at least 12 hours before dosing.
Meals were provided on check-in day and compieted at least 10 hours prior to scheduled dosing
time. No food or beverages (except water) were permitted after 10 PM. The same menu was
used during each study period. A 7-day washout separated the dosings.

A dosing randomization schedule using 2 sequences was generated by

study commencement.

VL. Analytical Procedures - Propoxyphene

Pre-Study Assay Validation







VIII. Pharmacokinetic Data

All the available data from the 31 subjects with reported propoxyphene and
acetaminophen concentrations were used in the pharmacokinetic analyses. Pharmacokinetic
parameters (areas, times to peak, and elimination rates and half-lives) were calculated using the
actual rather than the scheduled times of sample collection. Any sample with a missing value
was treated as if the sample had not been scheduled for collection.

IX. Statistical Analysis

Statistical analyses were performed using the General Linear Models (GLM) procedure
of the SAS statistical program. Hypothesis testing for treatment effects was conducted at « =
0.05. The statistical model contained main effects of sequence, subject within sequence, period,
and treatment. Sequence effects were tested against the type III mean square term for subjects
within sequence. All other main effects were tested against the mean square error term. The
observed and calculated pharmacokinetic parameters as well as the propoxvphene and
acetaminophen concentrations at each of the individual collection times were compared
statistically. Power for the pair-wise pharmacokinetic comparisons was calculated as the




probability (o = 0 03) of detecting a difference equal to 20% of the mean ror the rererence
treatment in the comparison. Confidence Intervals (90%) for pair-wise area and peak
concentration comparisons were calculated by the t-test approach (2.1-sided) at a = 0.10 overall.
a = 0.05 each side. The intervals were computed for the "true” mean treatment differences.
expressed as a percent of the reference treatment mean. and true geometric mean ratios (from
loganithmic transformation).

X. Results

A total of 32 subjects were entered into the studv and 31 subjects completed the study.
Subject 32 voluntarily withdrew from the study after the 16 hour blood sampie in Period I
(10/25/95).

All subjects who entered the study met the inclusion/exciusion critenia specified in the
protocol with one exception. Subject 03 received an investigational drug in a previous study
approximately 24 days prior to screening. In addition. more than 200 ml of blood may have been
lost by this subject during this previous study. A post-study audit by
disclosed this deviation after completion of this study. Completed case report forms were
reviewed and signed by the investigator.

When the propoxyphene elimination data were examined. it was apparent that the
difference in elimination halflives for Subject 08 between Periods I (after the reference) and
Period II (after the test) was dramatically different (halflives were 13.8 and 3.9 hours,
respectively). No other subject demonstrated such a difference between study periods. The
elimination phase for Subject 08 may not have been adequately characterized for Period II
because the concentration of propoxyphene after 12 hours fell below the level of sensitivity for
the assay.

Table 1.1 summarizes the resuits of the propoxyphene statistical analyses of the major
bioavailability parameters excluding Subject 08 from the area-to-infinity and elimination
parameters. For completeness, area-to-infinity and elimination parameters were also calculated
including the data from Subject 08 (Table 1.3). Log-transformation of the area and Cmax
parameters was also performed and analyzed statisticallv (Tables 1.2 and 1.4).

The plasma concentration-time mean profiles (N=31) for the test and reference products
are similar to each other (Table 1.5 and Figure 1).




Table 1.1. Comparisons of propoxvphene results for Vintage's 100 mg propoxyvphene napsvlate
and 650 mg acetaminophen combinauon tablets (Test) vs. Darvocet-N® 100 tabiets (Reference)
when given as a single fasted dose to 31 subjects. AUCinf, Ke and Elimhalf (indicated with *)
were determined without data from subiect 08.

Least Squares Means Observed 90% Confidence Interval:

Parameter Difference Power

] Test Reference (%)'! Lower (%) Upper (%)
AUC 0-t 363.9 383.0 -5.01 0.61 -19.6 9.6
(ng-hr/ml)
AUCinf * 406.7 4215 -3.51 0.94 -12.8 57
(ng-hr/ml)
Cmax 67.90 68.31 -0.60 0.78 -12.7 11.5
(ng/ml)
Tmax 2.08 2.20 -5.52 0.98 - -
(hour)
Ke * 0.1575 0.1624 -3.07 0.83 - -
(1/hour)
Elimhalf * 6.36 6.10 422 0.98 - -
(hour)

' Qbserved difference calculated as: {(Test - Reference) / Reference] x 100. None of the differences were detected as
statisticallv significant by ANOVA (a =0.05). * Confidence interval on the observed difference.
* Excluding data from Subject 08.

Table 1.2 Ln-transformation of | I inetic d

. . 90% i
Parameter Geo$ 23;1 z-l ::::' clt atio: 0 I/Jo :::ﬁdence Interval :I:'i:tlo
AUC 0-t 0.955 0.830 1.098
AUCinf * 0.974 0.874 1.086
Cmax 0.983 0.873 1.107

* Excluding data from Subject 08.




Table 1.3. Comparisons of propoxvphene results for Vintage's 100 mg propoxvphene napsylate
and 650 mg acetaminophen combination tablets (Test) vs. Darvocet-N® 100 tablets (Reference)
when given as a single fasted dose to 31 subjects. (AUCinf. Ke and Elimhalf were determined

inciuding the data trom Subiect 08.)

Least Squares Means Observed 90% Confidence Interval :
Parameter Difference Power

Test Reference (%)? Lower (%) Upper (%)
AUC 0-t 363.9 383.0 -5.01 0.61 -19.6 9.6
(ng-he/mi)
AUCinf 395.1 445.6 -11.34 0.53 -27.5 438
(ng-hr/ml)
Cmax 67.90 68.31 -0.60 0.78 -12.7 11.5
(ng/ml)
Tmax 2.08 2.20 -5.52 0.98 - -
(hour)
Ke 0.1597 0.1585 0.79 0.72 - -
(1/hour)
Elimhalf 6.17 6.38 -3.37 0.60 - -
(hour)

i

-

2 Confidence interval on the observed difference.

Observed difference calculated as: [(Test - Reference) / Reference] x 100. None of the differences were
detected as statistically significant bv ANOVA (a = 0.05).

Table 1.4: La-transformation of the propoxyphene pharmacokinetic data, including data from

Subject 08.
Parameter Gem—'l'-:;:}f{ le\,‘!::l ‘l:tatio: 90% Confidence Interval on Ratio
Lower Upper
AUC 0-t 0.955 0.830 1.098
AUCinf 0.916 0.790 1.062
Cmax 0.983 0.873 1.107




Table 1.5. Summary of propoxyphene statistical comparisons at each sampling time comparing
Vintage's 100 mg propoxyphene napsylate and 650 mg acetaminophen combination tablets
(Test) vs_Darvacet-N® 100 tablets (Reference) when ojven as a single fasted dose 1o 31 subjects.

Least Squares Means (ng/mb

Collection Significance
(Hour) Test Reference
Pre-dose 0.00 0.00 -
0.25 0.00 0.00 -
0.5 6.49 2.10 N.S.
1.0 42.34 34.29 N.S.
1.5 57.10 57.06 N.S.
2.0 60.02 63.52 N.S.
2.5 57.30 61.96 N.S.
3.0 53.00 56.68 N.S.
4.0 41.67 43.77 N.S.
6.0 23.36 24.42 N.S.
8.0 15.93 16.48 N.S.
12.0 7.26 775 NS.
16.0 444 5.18 » N.S.
24.0 1.71 2.16 N.S.
30.0 1.17 1.50 N.S.

N.S. = not significant (p = >0.05)

. Table 2.1 summarizes the resuits of the acetaminophen statistical analyses of the major
bioavailability parameters. Natural log-transformation of the area and Cmax parameters was also
performed and analyzed statistically (Tables 2.2). Statistical comparisons of the test and
reference formulations at each sampling time are summarized in Tables 2.3.

The plasma concentration-time mean profiles (N=31) for the test and reference products are

similar to each other (Table 2.3 and Figure 2).




Table 2.1. Comparisons of acetaminophen results for Vintage's 100 mg propoxyphene
napsvlate/650 mg acetaminophen tablets (Test) vs. Darvocet-N® 100 tablets (Reference) when
given as a single fasted dose to 31 subiects.

Least Squares Means Observed 90% Confidence Interval :
Parameter Difference Power

Test Reference (%)? Lower (%) Upper (%)
AUC 0-t 28.23 27.65 2.12 >0.99 -0.9 3.1
(ug-hr/ml)
AUCinf 29.30 28.21 385 >0.99 0.3 75
(ug-hrymi)
Cmax 7.929 7.767 2.10 0.98 -6.1 10.3
(ug/ml)
Tmax 0.96 0.98 -2.59 0.37 - -
(hour)
Ke 0.1838 0.1939 -5.21 >0.99 - -
(Vhour)
Elimhalf 4.07 3.80 7.10 >0.99 - -
(hour)

! Observed difference calculated as: [(Test - Reference) / Reference] x 100. None of the differences were

detected as statistically significant by ANOVA (a =0.05).
Confidence interval on the observed difference.

Table 2.2. Ln-transformation of the acetaminophen pharmacokinetic data (n=31).

Parameter Geo?::g;‘:g:g ::atio: 920 :o ‘Cv::ﬁdence Interval ‘(;: ::tlo
AUC 0-t 1.020 0.992 1.049
AUCinf 1.035 1.002 1.068
Cmax 1.004 0.925 1.090
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Table 2.3. Summary of acetaminophen statistical comparisons at each sampiing time comparing
Vintage's 100 mg propoxyphene napsylate and 650 mg acetaminophen comboination tablets
(Test) vs_Darvocet-N® 100 tablets (Reference) when aiven as 2 single fasted dose to 31 subjects.

Least Squares Means (vg/ml)

Collection Significance
(Hour) Test Reference
Pre-dose 0.004 0.000 N.S.
0.25 1.887 ~0.769 N.S.
0.5 6.081 5.252 N.S.
1.0 6.324 6.785 N.S.
1.5 5.735 5.992 N.S.
2.0 5.149 5.109 N.S.
25 4.387 4318 N.S.
3.0 3.775 3.673 N.S.
40 2.707 2.646 N.S.
6.0 1.475 1.429 N.S.
8.0 0.850 0.843 N.S.
12.0 0.384 0382 N.S.
16.0 0.196 0.190 N.S.
24.0 0.030 0.029 N.S.
30.0 0.004 0.004 N.S.

N.S. = not significant (p = >0.05)

Approximately 7.2% of the study propoxyphene samples were reanalyzed when compared
to the total number of study samples. "Approximately 1.18% of the acetaminophen study sampies
were reanalyzed when compared to the total number of study samples.

The subjects were monitored throughout the study for anv adverse experiences. They were
encouraged to report signs, symptoms, and any changes in health to the study nurse. Severity of
each adverse event was determined by the study nurse based on observation and questioning of
the subject. The Investigator judged the relationship of the event to the study treatments. None
of the adverse events ex?erienced' by the subjects during this studv was judged as serious.

Cox;parative dissolution was conducted by the firm on its Propoxyphene
Napsylate/Acetaminophen Tablet, 100 mg/650 mg, lot #031054 and Davocet-N 100. The
method and results are presented in Table 3. The content uniformity ranges were 100.2-
114.8%/98.2-110.0% (CV=4.7/3.9%) for the test product. The composition of the test product is
shown in Table 4.
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Comments

When the propoxvphene elimination data were examined. it was apparent that the
difference 1n eiimination halfiives ror Subject OS between Pertods I (arter tne rererence)
and Period II (after the test) was dramatically different (halflives were 13.8 and 3.9 hours.
respectivelv). No other subject demonstrated such a difference between studv penods.
The elimination phase ror Subject 08 may not have been adequately charactenzed for
Period II because the concentration or propoxvphene arter 12 hours fell below the ievel of
sensitivity for the assav. Due 1o an inadequate charactenzarton of the propoxvphene
elimination rate constant for Subject 08. statistical analvses of the propoxyvphene
elimination parameters and area to infinity were performed without this subject's data
which resuited in the AUC,, falling within the limits of 80% to 125%. For completeness,
these analyses were also presented with this subject's data included which resuited in 79%
as the lower limit of the 90% confidence interval for AUC,_,, for propoxvphene.

Based on meeting 90% confidence interval criteria for AUC and peak concentrations C,,,
using log-transformed data Vintage's generic test tablets were shown to be bioequivalent to
the reference Darvocet-N® 100 tablets with respect to propoxvphene and acetaminophen.

Individual test/reference ratios of the pharmacokinetic parameters AUC,, and C,, for
propoxvphene napsylate and acetaminophen are shown in Tables 5 and 6. respecuvelly.
This data is included for potential future use and is not used in evaluating the current
application.

Individual test and reference AUC, /AUC, ,, ratios for propoxyphene and

acetaminophen are shown in Tables 7 and 8, respectivelly. This data is not used in
evaluating the current application.

The reported confidence intervals for AUC,,,, AUC,, C,.,, and the reported test/reference
geometric mean ratios are in agreement with the calculations of the reviewer.

Calculations of AUC,, were done by the reviewer and the results agree with the firm's
calculations.

XII. Recommendations

1.

The bioequivalence study conducted by Vintage Pharmaceuticals, Inc. on its
Propoxyphene Napsylate/Acetaminophen tablet, 100 mg/650 mg, Lot # 031054,
comparing to Davocet-N 100, is acceptable by the Division of Bioequivalence. The
study demonstrates that Vintage Pharmaceuticals' Propoxvphene
Napsylate/Acetaminophen tablet, 100 mg/650 mg, is bioequivalent to the reference
products, Davocet-N 100, manufactured by Eli Lilly Company.

The dissolution testing data presented by Vintage Pharmaceuticals. Inc. on its
Propoxyphene Napsyiate/Acetaminophen tablet, 100 mg/650 mg, Lot # 031054,
comparnng to Davocet-N 100, is acceptable. The dissolution testing should be
incorporated into the firm's manufacturing controls and stability program. The
dissolution testing should be conducted in 500 mL of pH 4.5 acetate buffer. at 37° using

USP XXIII apparatus I (basket) at 100 rpm. The test product should meet the following
specifications:

Not less than Jf the labeled amount of both propoxvphene napsylate and
acetaminophen in the dosage form are dissolved in 60 minutes.
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Table 3. In Vitro Dissoiution Testing

Drug (Generic Name ). Propoxvphene Napsylate :Acetaminopnen
Dose Strength: 100 mg/650 mg tablet
ANDA No.: 74-843
Firm: Vintage Pharmaceuticais. Inc.
Submission Date: Januarv 31. 1996
File Name: 74843S.196

I.  Conditions for Dissolution Testing:

USP XXIII Basket: X Paddle:
Medium: Sodium Acetate Buffer pH 4.5; Volume: 500 ml
Specifications: NLT
Reference Drug: DARVOCET - N100
Assav Methodologv

RPM: 100No. Units Tested: 12

(Q) of labelled amount in 60 minutes (both active components)

1I. Results of In Vitro Dissolution Testing:

~ Sampling Test Product Reference Product
Times Lot # 031054 Lot # 9ACI4A
(Minutes) Strength(me) 650 Strength(mg) 650
Acetaminophen
Mean % Range %CV Mean % Range %CV
10 82.8 129 59.4 19.2
20 102.1 3.4 95.3 6.6
30 103.0 8.9 100.6 3.4
45 105.7 4.2 101.7 5.3
60 106.3 2.9 100.9 2.8
Propoxvphene Napsviate
Mean % Range %CV Mean % Range %CV
10 61.7 14.9 36.0 17.8
20 88.1 40 73.8 6.4
30 97.1 4.9 88.8 4.6
45 99 4 4.0 94 9 6.5
60 100 7 43 060 |
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Table 4. Composition of Vintage Pharmaceuticals' Propoxyphene Napsviate/Acetaminophen
Tablets, USP 100 mg/650 mg

Ingredients: Contents (mg/tablet)
Core

Acetaminophen USP. Powder 650.0
Propoxyphene Napsvlate, USP 100.0

Hydroxypropyl Methyvicellulose, USP

Sodium Starch Glycolate, NF

Lactose Monohydrate. NF

Magnesium Stearate, NF

Deionized Water

Total 910.00 1010.10

Coating
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Table 5. Individual Test/Reference Ratios for Pharmacokinetic Parameters (AUC,,,, AUC, ..
and C,,) of Propoxyphene Following Oral Dosing of Propoxyvpnene Napsviate/Acetaminophen
tablet. 100 mg/650 mg and Reference Davocet-N 100, manufactured by Eli Lilly Company.

AUCO“ AUCO'iﬂf Cmu
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Table 6. Individual TesvReference Ratios for Pharmacokinetic Parameters (AUC,,, AUC
and C_,,) of Acetaminophen Following Oral Dosing of Propoxvphene
Napsylate/Acetaminophen Tablet. 100 mg/650 mg and Reference Davocet-N 100. manufactured
by Eli Lilly Company.

OO0~ b W) —
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Table 7. Individual Test and Reference AUC, /AUC, ¢ Ratios For Propoxyphene

Following Oral Dosing of Propoxyphene Napsylate/Acetaminophen tablet, 100 mg/650 mg and
Reference Davocet-N 100, Manufactured by Eli Lillv Company.

Subject Test Ref

ol RN No RV, IR SR S o
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Table 8. Individual Test and Reference AUC,/AUC,,¢ Ratios For
Acetamnophen Following Oral Dosing of Propoxyphene
Napsylate/Xcetaminophen tablet. 100 mg/650 mg and Reference
Davocet-N 100, manufactured by Eli Lilly Company.

Test Reference
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FEB 4 1997

Propoxyphene Napsylate/

Vintage Pharmaceuticals. Inc.

Acetaminophen Charlotte. North Carolina
Tablet, 100 mg/ 650 mg Submission Date:
ANDA #74-843 January 31, 1996
Reviewer: James Chaney March 5, 1996
WP#74843A.196 May 30, 1996

June 3, 1996

The firm used only 22 of the 31 subjects who finished the bioequivalence study in its
statistical analysis of AUCo-inf, Ke and halflife. The 90% confidence interval for the
propoxyphene AUC,, parameter was marginal (79.0-106.2). It appeared to the reviewer that
not all of the nine subjects did not need to be deleted, although the firm did not pesent any criteria
for selecting terminal data. Therefore the reviewer included six additional subjects and used them
in the statistical analysis. The resuit was that the confidence intervai range actually improved (see

Table 1).

obtained including 22 and 28 subjects in the statistical analysis.

Table 1. Comparisons of propoxyphene statistical results for Vintage's 100 mg propoxyphene
napsylate and 650 mg acetaminophen combination tablets (Test) vs. Darvocet-N® 100 tablets
(Reference) when given as a single fasted dose to 31 subjects. The AUCo-inf results were

Parameter N LS Means Test LS Means T/R | Confidence
Reference Intervals

AUCo-inf 22%* 395.1 445.6 0.89 79.0-106.2

AUCo-inf 28** | 348.0 362.9 0.96 82.3-111.7

* The 22 subjects were #’s 1, 2, 3,6, 7, 8, 11, 12, 13, 14, 16, 18, 19, 20, 21, 22, 23, 24, 28, 29,

30 and 31.

** The 28 subjects were #'s1,2,3,4.6,7,8,9,10, 11, 12, 13, 14, 15, 16, 18, 19, 20, 21, 22,

23, 24, 25, 26, 28, 29, 30 and 31.

The above subjects in Table 1 include subject 8. The firm originally eliminated subject 8
resulting in a confidence interval of 87.4-110 for propoxyphene. The firm pointed out that the
difference in elimination halflives for Subject 08 between Periods I (after the reference) and
Period II (after the test) was dramatically different (halflives were 13.8 and 3.9 hours,
respectively). The firm suggested that the elimination phase for Subject 08 may not have been
adequately characterized for Period II because the concentration of propoxyphene after 12 hours
fell below the level of sensitivity for the assay. In retrospect the reviewer has determined that this

might not be sufficient reason to eliminate the subject.

Also, it was discovered that the plasma concentration-time mean profile for propoxyphene
was wrong. Attached is the correct profile generated from SAS analysis by the reviewer. See
Figure 1 for the new profile. The correct plasma concentration-time mean profiles (N=31) for the

test and reference products are similar to each other (Figure 1).




Comment

Based on meeting the 90% confidence interval criteria for AUC,,, AUC, ¢ and C,,, using log-
transformed data and the Test/Reference ratio requirements for these pharmacokinetic parameters
Vintage's generic test tablets are bioequivalent to the reference Darvocet-N® 100 tablets with

respect to propoxyphene and acetaminophen.

Recommendations

1. The bioequivalence study conducted by Vintage Pharmaceuticals, Inc. on its
Propoxyphene Napsylate/Acetaminophen tabiet, 100 mg/650 mg, Lot # 031054,
comparing it to Davocet-N 100, is acceptable by the Division of Bioequivalence. The

study demonstrates that Vintage Pharmaceuticals' Propoxyphene

Napsylate/Acetaminophen tablet, 100 mg/650 mg, is bioequivalent to the reference

product, Davocet-N 100, manufactured by Eli Lilly Company:

2. No further action is required on this application and it is approvable.

/ (7]
/James E. Chaney, Ph.D.

Division of Bioequivalence

Review Branch I
RD INITIALED YCHuang ) 2 /e e~
FT INITIALED YCHuang __| A /
A
Concur: — Date: ’-l’ H / il +
Rabindra Patnaik, Ph.D.

Acting Director, Division of Bioequivalence

cc: ANDA 74-843 (original). Chaney, HFD-652, (Huang,), Drug File. Division File

JEC/020397/WP#74843A.196
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